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TITLE: PHENOTYPING THE PATHOPHYSIOLOGY OF OBSTRUCTIVE SLEEP APNEA USING 
POLYGRAPHY / POLYSOMNOGRAPHY: A REVIEW OF THE LITERATURE 
INTRODUCTION 
Continuous Positive Airways Pressure (CPAP) is the first-line treatment for the majority of patients affecting 
by Obstructive Sleep Apnea syndrome (OSA) and represents the paradigm of "one-size-fits-all" therapeutic 
strategy (1). However, long-term compliance with CPAP therapy is limited and alternatives to CPAP therapy 
are therefore required to address the increasing need to provide tailored therapeutic options (2-4). In this 
context, it is important to focus on the patients’ pathophysiologic traits (PT).  
In OSA, PT can be phenotyped in sleep laboratories by applying positive airway pressure device, with the 
patient in supine position, during non-rapid eye movement sleep (NREM) stage 2. At the same time 
ventilation is recorded while changing upper airway (UA) pressure. Four different PT have been identified: 
upper airway anatomical collapsibility (UA anatomical trait), Loop Gain (LG trait), Arousal Threshold (AT 
trait), Upper Airway Gain (UAG trait) (5-7). 
Although the presence of predisposition to UA anatomical collapsibility is important in the concept of apneic 
events, it may not be the leading factor for the development of OSA as apneas and hypopneas may be caused 
as a result of the non-anatomical PT (LG, AT, UAG) (7). In some patients with OSA, UA anatomical 
collapsibility can be critical to produce the apneic events, independent of any other PT (“inevitable OSA”); 
other patients without sufficient UA anatomical collapsibility do not develop OSA, even in the presence of 
significant features of other PT. Finally, there are different grades of anatomical collapsibility (“UA 
vulnerable anatomy”) and patients only develop apneic events depending on the presence of any of the other 
three pathophysiological traits, LG, AT and UAG (7). 
A recent study proposed a possible classification of OSA patients in three subgroups, based on the 
impairment of UA anatomy and the non-anatomical phenotypes (LG, AT and UAG), the PALM scale 
(Pcritical, Arousal  threshold, Loop Gain, Muscle responsiveness) (8). This kind of phenotyping allows for 
different possible therapeutic strategies which, however, have only been developed on small clinical groups 
and with theoretical models (3, 7-8): 
• PALM scale 1: A subgroup of patients (23%) who are characterized by a critical occlusion pressure 
(Pcrit) above +2cmH2O with high passive anatomical collapsibility develop apnoeic events, due to 
anatomical factors, independent of other non-anatomical pathophysiological traits, this is called 
“inevitable OSA”. In these patients, treatment options focus on the anatomical basis [e.g. CPAP, 
Mandibular Advancement Device (MAD), UA surgery, Positional Therapy, weight loss]. 
• PALM scale 3: A subgroup of patients (19%) that is characterized by a Pcrit lower than -2cmH2O with a 
low passive collapsibility develop apneic events due to non-anatomical pathophysiological factors (LG, 
AT, UAG). In these patients, the treatment does not focused on the anatomical modification of the UA, 
but its stabilization by means of single or combined treatment with oxygen therapy and/or 
pharmacological treatment on LG and AT. 
• PALM scale 2: A subgroup of patients (58%) who are characterized by a Pcrit between +2 and -2 
cmH2O with relative high passive collapsibility who are subdivided into subgroup 2a, which relates to 
anatomical pathophysiological factors (“inevitable OSA”), and subgroup 2b, which relates to  
anatomical and non-anatomical pathophysiological factors prevalent. The Authors thought that the 
predominant therapeutic approach for subgroup 2a is the anatomical basis (CPAP, mandibular advance 
splint, upper air way surgery, positioning therapy, weight loss), while subgroup 2b may be treated using 
anatomical and non-anatomical treatment options. 
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Understanding the PT lies at the heart of the customized OSA treatment. This is important as that non-CPAP 
tailored treatments focusing on LG, AT and UA anatomy may obtain the stabilization in 19-38% of OSA 
patients, one single tailored treatment may obtain the stabilization in 48% of OSA patients, and combined 
tailored treatment strategies may achieves respiratory control in 48-81% of OSA patients (7). 
Nowadays, the sleep research laboratories capable to phenotype OSA patients are available only in few 
centers of excellence and the procedures are time-intense, costly and require expertise, albeit some new 
novel and non-invasive methods for characterizing and quantifying some of the pathophysiological 
phenotypes have been recently introduced (9-10). Nevertheless, the question remains whether the use of 
routine clinical polysomnography or /nocturnal portable multi-channel monitoring (PSG/PM) can provide 
similar information, useful at least to define qualitative definition properties of the different PTs of OSA. 
The aim of present review is to deduce the information obtainable from the clinical PSG/PM analysis, 
independently of the scope and context of the original studies, useful to define qualitatively the PT of the 
single OSA patient. 
 
 THE UPPER AIRWAY ANATOMICAL COLLAPSIBILITY 
UA anatomical collapsibility has been defined by means of the passive Pcrit that describes the endolaryngeal 
pressure threshold (11-12). The Pcrit maneuvers are difficult to establish in clinical routine, because of the 
required technological equipment, time and expertise needed, the complexity in obtaining and interpreting 
the pressure/volume curves and the difficulties in obtaining defined sleep stages during the maneuver. 
Although this does not negate physiological usefulness of the concept, it substantially limits clinical 
availability of this method which is expressed by the high percentage of physiological studies in OSA that 
fail to gather these data. Moreover, there is little standardization of the diagnostic protocol which limits 
comparability between available studies using this method (13). 
The current literature review has focused on the link between the PSG/PM data and the UA anatomical 
collapsibility, taking into account that data have to be linked to the different sensors and scoring standards 
applied by different studies. 
-Predominant Obstructive Apneic Pattern represents a PSG/PM marker useful to identify patients with 
high collapsibility of the upper airway. Gleadhill et al (14) reported that OSA characterized by a predominant 
obstructive apneic pattern [where obstructive apneas represent at least 90% of the total apnea-hypopnea 
index (AHI; Figure 1)] were likely to have a Pcrit value >2 cmH20. The patients’ studied had predominantly 
severe OSA (AHI 70±24/hour and were studied using nasal and oral thermistor and defining obstructive 
apnea as the absence of airflow and hypopnea as the airflow reduction of 50%, associated with a ≥ 3% 
desaturation or with an arousal. This information is helpful in understanding that predominant obstructive 
apneic PSG/PM patterns are linked to a high UA anatomical collapsibility, which is described as PALM scale 
1. 
-Upper Airway Resistance Syndrome (UARS) Pattern is coherent with low UA anatomical collapsibility. 
Gold et al (15) reported that patients affected by UARS showed a PSG/PM pattern characterized by 
respiratory effort related arousals (RERAs; Figure 2), which is linked to a Pcrit lower than - 2 cmH20. Thus, 
UARS patients match the PALM scale 3 which is characterized by a low upper airway anatomical 
collapsibility and a significant role of non-anatomical PT. The PSG scoring standards applied by the authors 
for the RERA and UARS are not strictly coherent to the current and more accepted definitions (16-17). 
-AHI severity pattern. It is possible to gather information concerning the UA anatomy promoting 
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pharyngeal collapsibility by analysis of the Apnea Hypopnea Index (AHI) severity. The data by Eckert et al 
(8) indicated that it is possible to analyze the relation between the Pcrit value and AHI severity and they 
showed that only 10.3% (3/29) of the OSA patients with an AHI>40/hour had a Pcrit lower than -2 cmH2O 
(PALM scale 3), whereas only the 3.7% (1/27) of the patients with AHI<40/hour had a Pcrit higher than +2 
cmH2O (PALM scale 1).   In summary, OSA patients with AHI >40/h have a low risk to be included in 
PALM 3 scale  classification as well as OSA patients with AHI<40/h have a low risk to be included in the 
PALM 1 scale. These information cannot be generally applied to PSG/PM without taking into account the 
sensors and scoring standards used by the authors in the study (18), which are not those currently 
recommended by the AASM (19). 
-Therapeutic CPAP Value. Landry et al (20) found that patients with a mildly collapsible UA (Pcrit ≤ -
2cmH2O) required lower therapeutic CPAP and found that a therapeutic CPAP level ≤ 8.0cmH2O (overall 
therapeutic control of apneas, hypopneas, inspiratory flow limitation and snoring during NREM sleep stage) 
was sensitive (89%) and specific (84%) for detecting a mildly collapsible UA. When applied to the 
independent validation dataset (n=74), this threshold maintained a high specificity (91%) but resulted in 
reduced sensitivity (75%). Therefore the level of therapeutic CPAP may be used to accurately differentiate 
OSA patients with mild airway collapsibility (PALM scale 3) from those with moderate-to-severe 
collapsibility (PALM scale 2 and 1). 
-Positional OSA. Body posture can have a significant impact on UA anatomy and UAG. Joosten et al. (21) 
demonstrated in 20 OSA patients that the lateral position results in a significant improvement of UA 
collapsibility and UAG, with no consequences in LG and AT. The Pcrit decreased by a mean of 4 cmH2O, 
changing from the supine to lateral position, with a stabilization of the UA lumen in 7/20 OSA patients 
studied. The Authors believed that the administration of an AT pharmacological stabilizer, but not a drug 
active on LG, could stabilize the patients with residual high AHI in lateral position. 
 
LOOP GAIN (LG) AND VENTILATORY CONTROL 
The ventilatory control helps to maintain the homeostasis of the blood gas and it is state and sleep stage 
dependent, with supra-pontine effects during wakefulness and during REM sleep and predominantly 
metabolic control during NREM sleep stages. The metabolic complexity of ventilatory control during NREM 
sleep has been simplified and summarized by the engineering model of Loop Gain (LG), which consists of 
one control component (chemoreceptor: controller gain), one exchange component (lung: plant gain) and one 
connection component (circulation: circulatory delay). The responsiveness of LG is measured in no- 
dimensional unit: a LG >1 is related to a very efficient and hyper-reactive system, which determines a quick 
and excessive ventilatory response (periodic breathing) response to destabilizing respiratory events during 
sleep, whereas a LG <1 is related to a low ventilatory response to a destabilizing event during sleep with a 
rapid new balance of the system (22). 
Periodic breathing with Cheyne-Stokes Respiration (CSR) is characterized by a “waxing and waning” 
respiratory effort  and represents the most know sleep disturbance caused by ventilatory metabolic control 
instability (high LG). Sands et al reported a rapid method for calculating the LG on patients affected by heart 
disease with CSR by means of graphic elements from clinical PSG trace (23). 
The high LG represents an important PT also in a significant percentage of OSA patients. The LG can be 
measured by means of a bi-level positive pressure device, UA continuous pressure devices (3-24-25) or 
sophisticated mathematical analysis of clinical PSG/PM (26). Nowadays, these techniques of LG 
measurement are not available in clinical routine, but it is possible to obtain information related to high 
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ventilatory control instability during sleep from clinical PSG/PM recordings: 
-Mixed OSA-CSR pattern. This is a relatively common pattern, consisting of alternation and mixing 
periods characterized by UA obstructive events and CSR periods (27). The presence of CSR has to be 
considered a PSG/PM pattern related to instability of ventilatory metabolic control and a hyper-responsive 
LG.  
-Predominant obstructive pattern with some central/mixed events. This pattern is identified using 
PSG/PM and characterized by a predominant obstructive pattern with some percentage of central/mixed 
events (Figures 3 and 4). This is another pattern related to instability of ventilatory metabolic control and a 
hyper-responsive LG. The ventilatory instability control is due to two main factors: the LG control system 
and the CO2 reserve. The CO2 reserve is defined as the difference between the PaCO2 value during eupneic 
ventilation asleep and the PaCO2 value at which the apneic event occurs (28). A high LG determines periodic 
breathing, whereas a low CO2 reserve can produce central respiratory events, which occur during the 
decreasing phase of ventilation during periodic breathing (29). Xie et al. (30) studied 21 OSA patients, 
identifying two subgroups: the first subgroup consisted of 9 patients with obstructive PSG pattern and a 
second subgroup consisted of 12 patients with a PSG pattern that was characterized by predominant 
obstructive events and a percentage of central/mixed events (28.2±6.3%), which were related to a high CO2 
chemoresponsiveness with low CO2 reserve and consequent central/mixed events. The authors did not report 
a different Pcrit between the two subgroups, which would be related to anatomical UA collapsibility. 
-Predominant NREM OSA Pattern. OSA can be classified in relation to the predominant sleep stages 
(NREM vs REM). Joosten et al. (31) studied 1,064 patients with OSA reporting predominantly REM-related 
OSA in 45.3% of patients (AHI-REM: AHI-NREM >2), isolated REM-related OSA in 13.6% of patients 
(AHI-REM : AHI-NREM >2 with AHI NREM <5/hour) and OSA during predominantly NREM sleep in 
18.9% of patients (AHI-REM : AHI-NREM <0.5). In NREM sleep stage, ventilator control is exclusively 
metabolic, whereas in REM sleep stage is mixed: metabolic and behavioural. Obstructive respiratory events 
in predominantly REM-related OSA are characterized by significant muscular hypotonia/atonia and lower 
chemoresponsiveness (32-33), whereas predominantly NREM-related OSA may be characterized by an 
unstable ventilatory metabolic control during NREM sleep stage, which is related to a high LG. In patients 
with predominantly NREM-related OSA  the supra-pontine control is active during REM sleep and 
determines the improvement of apneic events when transitioning from NREM (a state of instability of the 
ventilatory metabolic control  characterized by a high LG)  to REM sleep (a state of increased stability of the 
ventilatory control, which now isn’t exclusively metabolic but mixed metabolic/behavioural). Terril et al. 
(26) suggested a method of LG measurement in 28 patients with moderate-severe OSA based on the clinical 
PSG analysis. The authors reported a significant correlation between high LG and predominantly NREM-
related OSA (r= -0.46, p=0.02) and suggested that a difference between the REM-AHI and NREM-AHI that 
is higher than 25 events is related to a LG>1. Moreover, the authors reported a significant correlation 
between LG and post-apneic events hyperventilation (r= -0.60, p <0.001) and inter-event pause (r= -0.56, 
p=0.001): the regression analysis of the patients with post-apneic event hyperventilation duration ≤ 12 
seconds and with an inter-event pause ≤30 seconds are characterized by a LG ≥1. Summarizing, 
predominantly NREM related OSA has a PSG pattern that is characterized by a high LG. 
 
THE AROUSAL THRESHOLD (AT) 
AT is defined as the level of inspiratory effort, as measured by the esophageal pressures, at which obstructive 
events terminate, usually with an arousal from sleep (34-35).  For a long time, arousals from sleep have been 
considered as unavoidable and necessary for ending an obstructive event. However, in more than 25% of 
obstructive events arousals may not be observed at the end of the obstructive event (36-38). During an 
obstructive event, “non-muscular” (increasing of inspiratory flow, duty cycle and respiratory frequency) and 
“muscular” mechanisms are recruited via chemical and mechanical triggers. When these mechanisms 
achieve a balance to obtain sufficient ventilation (Sustainable VE) then an arousal may not be required to 
achieve ongoing ventilation. The threshold of the UA reopening, sufficient to achieve a sustainable VE, is 
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defined as Threshold of Effective Recruitment (Ter). Essentially, the relation between the AT and Ter 
determines whether there is an arousal at the end of an obstructive event: the arousal occurs when the AT is 
lower than Ter or when there is hyperventilation following UA reopening that stimulates the arousal center 
(39-40). AT and Ter are related to sleep stage and to other factors, such as age, drugs, alcohol consumption, 
sleep fragmentation and sleep deficiency (31). Finally, the arousal intensity could represent an independent 
pathophysiologically trait: high arousal intensity is related to increased ventilation and unstable ventilatory 
control (41). 
 
Low AT Pattern  
A low AT can be characterized by three PM/PSG parameters. Edwards et al. (9) studied 147 patients by 
means of PSG and epiglottic catheter and found independent predictors of AT. They developed a PSG score 
based on three parameters, an AHI<30/h, associated with oxygen desaturating of a nadir SpO2 >82% and 
with a hypopnea/apnea ratio>58.3%, which was useful to identify a low AT; 2 / 3 of these scores predict a 
low AT in 84.1% of patients with a sensitivity of 80.4% and specificity of 88%. Consequently, UARS 
(Figure 5) characterized by a low collapsibility, normal AHI range and RERAs is an extreme version of this 
low AT pattern (11). 
 
High AT Pattern 
A PSG characterized by prolonged and severe desaturations is consistent with a high AT, especially in 
patients with severe AHI (figures 6-7). The desaturation nadir of an UA obstructive event is mainly 
dependent on two factors: the first factor is represented by the AT which is sleep stage dependant (NREM 1 
equals the one at REM and it is higher in NREM 2 and NREM 3), it increases with the sleep fragmentation, 
chronic sleep deficiency and AHI severity (9). The second factor is represented by the slope of ventilatory 
response to the hypoxemic and hypercapnic stimuli which are also sleep stage dependant (30). These two 
factors allow the interpretation of the different severity of desaturation nadir, which are, for example, 
observed during NREM 1 and REM sleep stages, characterized by the same AT but different chemo-
responsiveness slope. Summarizing, these observations suggest that prolonged and severe desaturations on 
PSG/PM are related to a reduced ventilatory response to a chemical stimulus and a high AT. 
 
UPPER AIRWAY GAIN (UAG) 
 
The UAG defines the UA neuromuscular recovery in response to an obstructive event.  The UA collapse 
during obstructive events can be recorded with three different flow limited patterns during PSG/PM, all of 
which are characterized by negative effort dependence (NED): the appearance of a plateau or airflow 
reduction, even with increased inspiratory effort (42-43): 
1. Starling Resistor Model (NED-pattern 1): during an obstructive event it is possible to observe a 
first phase during a single inspiration during which flow increases in a linear way with increasing 
effort, and the second phase during which flow remains stable and independent of any effort. In this 
model, the inspiratory flow limitation persists for all inspiratory efforts during an obstructive event. 
2. Intra-Event Negative Effort Dependence Pattern (NED-pattern 2) (Figure 5): following the first 
phase in which the flow increases in a linear way, flow gradually decreases during the second part of 
the inspiration. The level of inspiratory flow limitation is repeated stereotypically for all parts of the 
same obstructive event. 
3. Inter- and Intra-Event Negative Effort Dependence Pattern (NED-pattern 3) (Figure 8): after a 
first phase during which flow increases in a linear way, flow gradually decreases during the second 
part of the inspiration. This inspiratory flow limitation gets progressively worse during every part of 
the obstructive event. 
The collapse pattern of the airflow is related to different capacities of the UA to defend patency against the 
negative effort dependence, and can also be used to identify the site of collapse. The Starling resistor pattern 
(a small plateaued flow limitation pattern) seems to be related to the site of collapse at the base of the tongue 
(a small amount of NED), whereas the two other patterns of negative effort dependence seem to be related to 
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weaker structures such as the soft palate, lateral pharyngeal walls (large NED) and the epiglottis (severe 
NED) (44). 
 
DISCUSSION 
About 50% of patients with sleep-disordered breathing, who use CPAP therapy, are either partially (less than 
4 hours per night) or entirely non-compliant with CPAP application (45). Current non-CPAP therapies 
(weight loss, MAD, UA stimulation and UA surgery) provide variable results that are often poorly 
predictable. So far therapeutic strategies for OSA do not systematically consider different pathophysiological 
phenotype as an essential aspect of a decision-making algorithm. 
Only recently, the therapeutic approach of “one-size-fits-all” has been overcome and new non-CPAP 
therapies have been introduced, based on pathophysiological characteristics of an individual patient.  The 
PALM scale allows identification of three clusters of OSA patients (8). Owens et al. have simulated in their 
patient population the effect of various trait manipulations using non-CPAP treatments predicting the 
proportion of patients treated by each intervention: a single intervention on one PT could treat OSA in 
approximately ¼ of all patients, while combination therapy using two interventions was predicted to 
potentially treat OSA in greater than 50% of patients (7). 
Phenotyping of pathophysiological SDB/OSA traits is currently not available to most sleep centers or in 
clinical routine, potentially useful non-CPAP therapies (mainly drugs and oxygen) aiming to treat these three 
PT (LG, AT and UAG) are not available for most patients because of a lack of appropriate clinical validation 
studies. However, following the analysis of data reported in review, it is possible to consider that PSG/PM 
recordings can be used to qualitatively characterize some of these clinical traits. We believe that this 
pragmatic approach is important to facilitate the delivery of evidence based polycentric studies in the clinical 
setting to improve access to large scale validation studies for many patients with OSA.  
Although this approach requires a multi-disciplinary collaboration between respiratory physicians, 
somnologists and neurologists, the otorhinolaryngologist is in an optimal position to deliver such validation 
studies, to understand the relationship between different clinical phenotypes of OSA using PM/PSG 
recordings and compare specific surgical therapies, due the setup of clinical services: operating services have 
databases available for retrospective studies and therapeutical instrumentation is easily coded and identified 
for prospective studies.  
The understanding of the underlying PT is crucial to the selection of surgical treatment options in OSA; a 
good example is, to our knowledge, the only study that reported on a decreasing Pcrit following UA surgical 
therapy (Uvulo-Pharyngo-Palato-Plasty, UPPP) in 13 OSA patients: a subgroup analysis of responders and 
non-responders demonstrated that significant differences in Pcrit were confined to the responders. 
Specifically, responders demonstrated a significant fall in Pcrit from -0.8 +/- 3.0 to -7.3 +/- 4.9 cmH2O (p = 
0.01), whereas no significant change in Pcrit was detected in the non-responders (1.1 +/- 1.6 versus 0.6 +/- 
2.0 cmH2O; p=NS) (46).  
Nevertheless, although validation studies for the phenotyping of OSA patients using clinical PM/PSG have 
not been carried out so far, interventional treatment for OSA should start to request qualitative PM/PSG 
phenotyping in sleep laboratories. If the grade of UA collapsibility (Pcrit), AT and LG are known, the 
outcomes of surgical therapy will be more suitable: for the same reduction of Pcrit obtained different grades 
of successful outcomes might be available in relation to the impact of other identified PT. Recently, electrical 
neurostimulation has become clinically available in OSA and the polygraphic pattern of the muscular 
response should be taken into account, if this approach is considered (47-48). Finally, retrospective analysis 
of existing databases and prospective clinical validation studies with standardized patient populations are 
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required to establish this approach in clinical practice. 
Conclusion 
Up to now, the different aspects of the pathophysiology of OSA have not been systematically considered 
when selecting therapeutic options which are usually proposed without taking into account the patient’s 
phenotyping using PT. The PALM scale has helped to overcome a ”one-size-fit-all” approach and introduces 
the concept of customized therapy for OSA patients, adding value to the role of non-CPAP therapy, in single 
or combined modality. The sleep research laboratory phenotyping of PT will not be available in the clinical 
routine in the near future and, amongst other non-CPAP therapy, pharmacological options to modify 
LG/AT/UAG lacks validation studies. This identifies the need to establish available diagnostic pathways for 
the identification of different phenotypes using PT. In the current review, the authors report the data 
independent of the scope and context of the original studies which is useful to qualitatively define the PT of 
the patient with OSA using standard PSG/PM recordings. The otorhinolaryngologist takes an important role 
in the mulit-disciplinary team treating patients with OSA by performing validation studies analyzing the 
relation between the clinical PSG of OSA phenotypes and different surgical procedures. The delivery of this 
approach will allow the patient to benefit within their clinical services from the phenotyping of their OSA 
and facilitate taylored therapeutical options. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 8 
REFERENCES 
1. National Institute of Clinical Excellence (NICE). Continuous positive airway pressure for the treatment 
of obstructive sleep apnoea/hypopnoea syndrome. Technology appraisal guidance [TA139] Published 
date: 26 March 2008 https://www.nice.org.uk/guidance/ta139.  
2. Turnbull CD, Bratton DJ, Craig SE et al. “In patients with minimally symptomatic OSA can baseline 
characteristics and early patterns of CPAP usage predict those who are likely to be longer-term users of 
CPAP”. J Thorac Dis. 2016 Feb;8(2):276-81. doi: 10.3978/j.issn.2072-1439.2016.01.54. 
3. Eckert DJ. Phenotypic approaches to obstructive sleep apnoea - New pathways for targeted therapy. Sleep 
Med Rev. 2016 Dec 18. pii: S1087-0792(16)30154-X. doi: 10.1016/j.smrv.2016.12.003. [Epub ahead of 
print] 
4. Randerath WJ, Verbraecken J,Andreas S et al. “Non-CPAP therapies in obstructive sleep apnoea” Eur 
Respir J 2011; 37: 1000–1028 DOI: 10.1183/09031936.00099710 
5. Wellman A, Eckert DJ, Jordan AS, et al. “A method for measuring and modeling the physiological traits 
causing obstructive sleep apnea”. J Appl. Physiol. 2011 Jun;110(6):1627-37 
6. Wellman A, Edwards BA, Sands SA, et al. “A simplified method for determining phenotypic traits in 
patients with obstructive sleep apnea”. J Appl. Physiol. 2013 Apr;114(7):911-22 
7. Owens RL, Edwards BA, Eckert DJ, et al. “An Integrative Model of Physiological Traits Can be Used to 
Predict Obstructive Sleep Apnea and Response to Non Positive Airway Pressure Therapy. Sleep. 2015 
Jun 1;38(6):961-70 
8. Eckert DJ, White DP, Jordan AS, et al. “Defining Phenotypic Causes of Obstructive Sleep Apnea: 
identification of novel therapeutic targets”. Am J Respir Crit Care Med.2013 Oct 15;188(8):996-1004. doi: 
10.1164/rccm.201303-0448OC 
9. Edwards BA, Eckert DJ, McSharry DG. Et al. Clinical predictors of the respiratory arousal threshold in 
patients with obstructive sleep apnea. Am J Respir Crit Care Med. 2014 Dec 1;190(11):1293-300. doi: 
10.1164/rccm.201404-0718OC. 
10. Terrill PI, Edwards BA, Nemati S et al. “Quantifying the ventilatory control contribution to sleep apnoea 
using polysomnography”. Eur Respir J. 2015 Feb;45(2):408-18. doi: 10.1183/09031936.00062914. Epub 
2014 Oct 16. 
11. Issa FG, Sullivan CE. “Upper airway closing pressures in snorers”. J Appl Physiol Respir Environ Exerc 
Physiol. 1984 Aug; 57(2):528-35. 
12. Issa FG, Sullivan CE. “Upper airway closing pressures in obstructive sleep apnea”. J Appl Physiol Respir 
Environ Exerc Physiol. 1984 Aug;57(2):520-7. 
13. Pien GW, Keenan BT, Marcus CL et al. “An examination of methodological paradigms for calculating 
upper Airway critical pressures during sleep”. Sleep 2016;39(5):977-987). 
14. Gleadhill IC, Schwartz AR, Schubert N et al. “Upper airway collapsibility in snorers and in patients with 
obstructive hypopnea and apnea”. Am Rev Respir Dis. 1991 Jun;143(6):1300-3 
15. Gold AR, Marcus CL, Dipalo F, Gold MS. “Upper airway collapsibility during sleep in upper airway 
resistance syndrome”. Chest. 2002 May;121(5):1531-40 
 9 
16. Pépin JL, Guillot M, Tamisier R, Lévy P. “The upper airway resistance syndrome”. Respiration. 
2012;83(6):559-66. 
17.  Americanm Academy Sleep Medicine  2014. International Classification of Sleep Disorders – Third 
Edition (ICSD-3). 
18.  “Sleep-related breathing disorders in adults: Recommendations for syndrome definition and 
measurement techniques in clinical research”. The report of an American academy of sleep medicine task 
force. Sleep 1999;22.667-689 
19. Berry, R., Brooks, R., Gamaldo, C., et al. for the American Academy of Sleep Medicine. The AASM 
Manual for the Scoring of Sleep and Associated Events: Rules, Terminology and Technical 
Specifications, Version 2.3. 2016 
20. Landry SA, Joosten SA, Eckert DJ et al. “Therapeutic CPAP level predicts upper airway collapsibility in 
patients with obstructive sleep apnea”.  Sleep. 2017 Apr 13. doi: 10.1093/sleep/zsx056. [Epub ahead of 
print] 
21.  Joosten SA, Edwards BA, Wellman A, et al. “The Effect of Body Position on Physiological Factors that 
Contribute to Obstructive Sleep Apnea. Sleep. 2015 Sep 1;38(9):1469-7 
22. Sands SA, Owens RL.Congestive Heart Failure and Central Sleep Apnea. Sleep Med Clin. 2016 
Mar;11(1):127-42. doi: 10.1016/j.jsmc.2015.10.003. 
23.  Sands SA, Edwards BA, Kee K et all. Loop gain as a means to predict a positive airway pressure 
suppression of Cheyne-Stokes respiration in patients with heart failure. Am J Respir Crit Care Med. 2011 
Nov 1; 184(9):1067-75. doi: 10.1164/rccm.201103-0577OC 
24. Meza S, Younes M Ventilatory stability during sleep studied with proportional assist ventilation (PAV). 
Sleep. 1996 Dec; 19(10 Suppl):S164-6.  
25. Wellman A, Edwards BA, Sands SA et al. A simplified method for determining phenotypic traits in 
patients with obstructive sleep apnea. J Appl Physiol (1985). 2013 Apr;114(7):911-22. doi: 
10.1152/japplphysiol.00747.2012. Epub 2013 Jan 24 
26. Terrill PI, Edwards BA, Nemati S et al. Quantifying the ventilatory control contribution to sleep apnoea 
using polysomnography. Eur Respir J. 2015 Feb;45(2):408-18. doi: 10.1183/09031936.00062914. Epub 
2014 Oct 16. 
27. Naughton MT,  Andreas S. “Sleep apnea in chronic heart failure”. Eur Respir Mon 2010;50:396-420 
28.  Hernandez AB , Patil SP “Pathophysiology of central sleep apneas”. Sleep Breath. 2016 May;20(2):467-
82. 
29. Dempsey JA.  crossing the apnoeic threshold: causes and consequences. Exp Physiol. 2005 Jan;90(1):13-
24. Epub 2004 Nov 30. 
30.  Xie A, Bedekar A, Skatrud JB, Teodorescu M, Gong Y, Dempsey JA. “The heterogeneity of obstructive 
sleep apnea (predominant obstructive vs pure obstructive apnea”. Sleep. 2011 Jun 1;34(6):745-50 
31.  Joosten SA, Hamza K, Sands S, et al. “Phenotypes of patients with mild to moderate obstructive sleep 
apnoea as confirmed by cluster analysis”. Respirology. 2012 Jan;17(1):99-107 
32.  Jordan AS, White DP, Lo YL, et al. “Airway dilator muscle activity and lung volume during stable 
 10 
breathing in obstructive sleep apnea”. Sleep. 2009 Mar; 32(3):361-8. 
33. Calverley PMA. ”Impact of sleep on respiration”. European Respiratory Monography , Volume3, 
monograhy n10, december 1998 
34. Sands SA, Owens RL, Malhotra A. Sleep MedClin.  2016 Jun; 11(2):143-152. 
35. Berry RB, Gleeson K. “Respiratory arousal from sleep: mechanisms and significance”. Sleep. 1997 Aug; 
20(8):654-75. 
36.  Luo YM, Wu HD, Tang J, Jolley C, Steier J, Moxham J, Zhong NS, Polkey MI. Neural respiratory drive 
during apnoeic events in obstructive sleep apnoea.Eur Respir J. 2008 Mar;31(3):650-7 
37. Younes MJ. “Role of respiratory control mechanisms in the pathogenesis of obstructive sleep disorders”. 
Appl Physiol (1985). 2008 Nov;105(5):1389-405. doi: 10.1152/japplphysiol.90408.2008. Epub 2008 Sep 
11. 
38. Neural Respiratory Drive and Arousal in Patients with Obstructive Sleep Apnea Hypopnea. Xiao SC, He 
BT, Steier J, Moxham J, Polkey MI, Luo YM.Sleep. 2015 Jun 1;38(6):941-9 
39. Eckert DJ, Younes MK. Arousal from sleep: “implications for obstructive sleep apnea pathogenesis and 
treatment”. Appl Physiol (1985). 2014 Feb 1;116(3):302-13. doi: 10.1152/japplphysiol.00649.2013. 
Epub 2013 Aug 29. 
40. Eckert DJ1, Younes MK. “Arousal from sleep: implications for obstructive sleep apnea pathogenesis and 
treatment”. J Appl Physiol (1985). 2014 Feb 1;116(3):302-13. doi: 10.1152/japplphysiol.00649.2013. 
Epub 2013 Aug 29. 
41. Amatoury J, Azarbarzin A, Younes M et al. “Arousal Intensity is a Distinct Pathophysiological Trait in 
Obstructive Sleep Apnea”. Sleep. 2016 Dec 1;39(12):2091-2100. doi: 10.5665/sleep.6304. 
42. Owens RL, Edwards BA, Sands SA et al. “Upper airway collapsibility and patterns of flow limitation at 
constant end-expiratory lung volume”. J Applied Physiol September 1, 2012 : 691-699 
43. Wellman A, Genta PR, Owens RL et al. Test of the Starling resistor model in the human upper airway 
during sleep. J Appl Physiol (1985). 2014 Dec 15;117(12):1478-85. doi: 
10.1152/japplphysiol.00259.2014 
44.  Genta PR, Sands SA, Butler JP et al. Airflow shape is associated with the pharyngeal structure causing 
obstructive sleep apnea. Chest. 2017 Jun 23. pii: S0012-3692(17)31173-X. doi: 10.1016/j.chest. 
2017.06.017. [Epub ahead of print) 
45. Weaver TE, Grunstein RR. “Adherence to continuous positive airway pressure therapy: the challenge to 
effective treatment”. Proc Am Thorac Soc. 2008 Feb 15;5(2):173-8 
46. Schwartz AR, Schubert N, Rothman W et al. “Effect of uvulopalatopharyngoplasty on upper airway 
collapsibility in obstructive sleep apnea”. Am Rev Respir Dis.1992 Mar;145(3):527-32. 
47. Strollo PJ, Jr., Soose RJ, Maurer JT. “ Upper-Airway Stimulation for Obstructive Sleep Apnea “. N Engl 
J Med 2014;370:139-49. DOI: 10.1056/NEJMoa1308659 
48. Pengo MF, Xiao S, Ratneswaran C et al. “Randomised sham-controlled trial of transcutaneous electrical 
stimulation in obstructive sleep apnoea” Thorax 2016;71:923–931. doi:10.1136/thoraxjnl-2016-208691  
